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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re Application of: 

GUSTAV GAUDERNACK, ET AL. 

Application No.: 09/674,913 

Filing Date: May 25, 2001 

Int'l Appl. No.: PCT/NO99/00141 

IntT Appl. Filing Date: April 30, 1999 

For: FRAMESHIFT MUTANTS OF 
BETA-AMYLOID PRECURSOR 
PROTEIN AND UBIQUITIN-B 
AND THEIR USE 



Examiner: Christopher Nichols, Ph.D. 
Group Art Unit: 1647 



April 2, 2003 



Commissioner for Patents 
Washington, D.C. 20231 



LETTER AC COMPANYING RULE 132 DECLARATION fVIA FACSTMTLFi 



Sir: 



Applicants submit herewith a Declaration under 37 C.F.R. § 1.132 of 
Professor Gustav Gaudemack. The Declaration is submitted to present additional data to 
show that the claimed invention satisfies the requirements of 35 U.S.C. § 1 12, first 
paragraph. 

Applicants wish to thank the Examiner for agreeing to conduct an interview 
with Applicants' representative on April 10 prior to acting on the case. 



Received from < 202 S30 1278 > at 4/2/03 3:00:26 PM [Eastern Standard Time] 



04/02/03 15:03 FAX 202 53 



78 



FCH&S D.C. 



121003 



Applicants' undersigned attorney may be reached in our Washington, D.C 
office by telephone at (202) 530-101 0. All correspondence should continue to be directed 



FITZPATRICK, CELLA, HARPER & SCINTO 
30 Rockefeller Plaza 
New York, New York 10112-3801 
Facsimile: (212)218-2200 

JWB/HC 



DC.MAIN 125283 V 1 



to our address given below. 



Respectfully submitted, 




Registration No. 23,086 
Attorney for Applicants 
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PATENT APPLICATION 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re Application of; 

GUSTAV GAUDERNACK, ET AL. 

Application No.: 09/674,913 

Filing Date: May 25, 2001 

Int'l AppL No.: PCT/NO99/00141 

lnt'l AppL Filing Dale: April 30, 1999 

For: FRAMES HEFT MUTANTS OF 

BETA-AMYLOID PRECURSOR 
PROTEIN AND UBIQUTTTN-B 
AND THEIR USE 



Examiner: Christopher Nichols, Ph.D. 
Group Art Unit 1 647 



DECLARATION UNDER 37 C.F -R §1,132 
OF PROF- GUSTAV GAUDERNACK 

I, Gustav Gaudernack, of Sandvika, Norway, do hereby declare as follows; 

Background 

1 . I obtained a Cand.reol (Ph.D. equivalent) in 1972 from the University of 
Oslo in Norway. 

2, I am a senior scientist at the Norwegian Radium Hospital, a position I have 
held since 1995. 1 am also Chairman of the Section for Immunotherapy at Norwegian 
Radium Hospital. Attached, as Exhibit A, is a copy of nay curriculum vttae. 



1 
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3. I have supervised experimental work to determine whether certain peptide 
fragments of mutant B-amyloid protein and mutant ubiquitin-B protein found in 
Alzheimer's disease patients are capable of stimulating the proliferation of Alzheimer- 
specific cytotoxic T lymphocytes that are useful for killing cells producing mutant R- 
amyloid and ubiquitin-B proteins. The experiments are briefly described beJow. 

4. Peripheral blood mononuclear ceils (PBMC) were isolated from a patient 
(HUCL1 20) with a slowly developing form of Alzheimer's disease. The PBMC were 
washed twice in RPMT 1640 medium (RPVC), suspended in 3 ml RPMI/15% pooled heat 
inactivated human serum (complete medium), and cultured in 24-well flat bottom plates for 
7 days with a cocktail of peptides— Sequence ID Nos. 1, 3, 5, 6 and 10— at a concentration 

i 

of 1 2.5 ttlM each. The cultured cells were then washed, counted and adjusted to 0-5 

million cells/ml in complete medium Fifty thousand cells were seeded in triplicates in 96- 
! well plates. To each well, one of the following was added: 1) 1 00 microliter complete 

i medium; 2) 1 00 microliter complete medium containing 50,000 irradiated autologous 

PBMC, as antigen presenting cells (AFC); 3) 100 microliter complete medium containing 
I S0 3 000 irradiated autologous PBMC and a peptide selected from tfte group consisting of 

' Sequence ID Nos. 1, 3, 5, 6 and 10, at 25 mM; 4) 100 microliter complete medium 

j containing 50,000 irradiated autologous PBMC and J U/ml ititerleukin 2 (1L-2). Cultures 

without peptide added were used as a negative control while cultures with TL-2, a major 
I growth factor for T cells, were used as a positive control. *H-Thymidine (3.7x1 0,7 

J Bq/well) was added to the cultures on day 2. On day 3, cells were harvested on filters and 

• ^H-Thymidine incorporation was measured using a Packard scintillation counter. 
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Proliferation was given as mean counts per minute (cpm) of the triplicates. The test results 
are shown in Figures 1 and 2, attached as Exhibit B 4 

5. Figure 1 shows that Sequence ID Mo.l, a peptide fragment of the mutant B- 
amyloid protein unique to Alzheimer's disease cells* stimulated the proliferation of specific 
c T cells isolated from an Alzheimer's disease patient Figure 2 shows that of the five 
peptides (Sequence ID Nos> 1 f 3, 5, fi and 1 0), the peptide having Sequence ID Mo. 1 
induced the most T cell proliferation. As the T cell response observed is a "recall type" of 
immune response, these results demonstrate that Sequence ID No. 1 is capable of 
stimulating the proliferation of memory T lymphocytes that are specific for a peptide 
generaied in patients with Alzheimer's disease cells bearing the mutant B-amyloid protein 
rVagment- 

6. I further declare that all statements made herein of my own knowledge are 
true and that all statements made on information and belief are believed by me to be true; 



and further that these statements were made with the knowledge that willful false 
statements and the like so made are punishable by fine or imprisonment, or both, under 
Section 1 001 of Title 18 of the United States Code, and that such willful false statements 
may jeopardize the validity of any patent that might issue ou the above-identified 
application. 
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Curriculum Vitae 



Name: Gustav Gaudernack 

bom in Sandvika, Norway, December 1 1, 1943 

Position: Chairman, Section for f mmurtotherapy, Institute of Cancer Research, The Norwegian 

Radium Hospital, University of Oslo 

Education: C&nd.rcsd (Ph,D. equivalent) in Biochemistry, University of Oslo, 1972 



APPOINTMENTS 

Chairman, Section for Immunotherapy, Institute of Cancer Research, The Norwegian Radium 
Hospital, University of Oslo, 1995- 

Guest Professor in Immunotherapy, Medical Faculty, University of Bern, Switzerland, 2000-2003. 
Senior Scientist, The Norwegian Cancer Society, Institute of Transplantation Immunology, The 
National Hospital, University of Oslo 1986-1995. 

Research fellow, The Norwegian Cancer Society, Institute of Transpltartation Immunology, The 
National Hospital, University of OsloJ983-1986. 

Research fellow, The Norwegian Cancer Society, University of Tromser, 1 979- 1 983. 
Research fellow (Arthritis Foundation), University of Minnesota, Minneapolis, USA, 1980-1981. 
Research fellow, Department of Immunology, University of Tromsfl, 1973-1979. 
Visiting fellow, Department of Biochemistry.Universiry of Tromstf, 1972. 



HONORS 

Medinnovas Idepris (with Tobias Gcdde-Dahl d.y.), 1993 

Medical Faculty institute of Laboratory Medicine. RH, Strategy Pri^e (with Bjamc Bogen), 1994 



ORGANIZATION AND DIRECTORSHIP OF INTERNATIONAL MEETINGS 

Tromsfl Summer School in Experimental Medicine and Biology, 1981. 

The annual Winter Meeting of the Norwegian Biochemical Society, 1990. 

l n Scandinavian Seminar on Cancer Vaccines, The Norwegian Radium Hospital, 1995 

Scandinavian Seminar on Tumor Immunology and Immunotherapy, Oslo, 2000. 

Merck Symposium on GM-CSF as adjuvant in cancer vaccines, Oslo, 2000 

Cellular Immunotherapy, 1 UICC-ICC Congress, Oslo, 2002 

Cancer Immunology and Immunotherapy Summer School, Island of Spetses, 2003 



EDITORIAL BOARDS 

Journal of Irnmunotechnology 

Regular referee for Scandinavian Journal of Trnmunology, Tissue Antigens, Blood and Medical 
Oncology 

Referee for Nature Cancer Reviews 



CLINICAL TRIALS 

Organized and participated in a large number of investigator initiated and industry sponsored 
clinical rrials of tumor vaccines, including two mimuno-gene therapy trials. These trials include the 
first study of a ras peptide vaccine (1993) and the first study of tclomcrase peptide vaccination in 
cancer patients (2000). 

Two immune-gene therapy rrials with mRNA transacted dendritic cells and participation in a 
HORTC nial of recombinant MaGE-3 protein vaccine in melanoma patients. 
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